Background/Aims: CIBIC plus-J is the Japanese language version equivalent to CIBIC plus. Variability of CIBIC plus-J arises among raters in accordance with their experience and their memories of patients' conditions at baseline. Therefore, in a multicenter trial of Alzheimer's disease, CIBIC plus-J interviews with Alzheimer's disease patients were videotaped, and the tapes were assessed by central raters as a means to improve the reliability of CIBIC plus-J assessment. Methods: Two of eight central raters were randomly selected and independently assessed the CIBIC plus-J of each patient. Results: CIBIC plus-J of 41 patients was assessed. The agreement rate between the two raters was 46.3% (19/41), when two raters assessed the CIBIC plus-J of the same patient. However, when considering disagreement between adjacent points as 'agree', the agreement rate was 97.6% (40/41). Although the kappa coefficients contained coincidence, simple and quadratic weighted kappa coefficients [95% confidential interval (CI)] were 0.226 (0.066-0.386) and 0.633 (0.507-0.759), respectively, and when considering disagreement between adjacent points as 'agree', the agreement kappa was 0.896 (0.752-1.041). The interclass coefficient from the two-way layout model was 0.639. Conclusion: The reliability of the CIBIC plus-J assessment with the videotaped method was acceptable.
Introduction
ADAS-J cog [1, 2] and CIBIC plus-J have been widely used in Japan as primary outcome assessment tools in clinical trials in Alzheimer's disease (AD). CIBIC plus-J is a clinical global assessment method for senile dementia patients, and is the Japanese language version equivalent to CIBIC plus [3] . The Clinician's Global Impression of Change (CGIC) of CIBIC plus-J is comprehensively assessed on a 7-point scale based on rater's impression in consideration of the results of the domains that comprise activities of daily living, psychological symptoms and cognition of the patients, which are assessed by subscales of Disability Assessment of Dementia (DAD) [4] , Behavioural Pathology in Alzheimer's Disease (BEHAVE-AD) [5, 6] , and Mental Function Impairment Scale (MENFIS) for cognitive and emotional impairment [7] , respectively [8, 9] .
Therefore, CIBIC plus-J raters must be well trained in clinical evaluation of anti-dementia drugs. A report on the reliability of CIBIC plus-J described that eleven physicians who were familiar with dementia evaluated CGIC, videotaping the interviews of 13 AD patients and 7 virtual patients at baseline and after follow-up periods of 3-14 months. As a result, the kappa coefficient showed a moderate agreement of 0.453 [10] . However, CIBIC plus-J is generally conducted at clinical sites, and we consider that greater variability would arise among raters at such sites in accordance with their experience. In addition, CIBIC plus-J depends on raters' memories, because it is assessed by comparing conditions between baseline and follow-up period. Thus, for longer study duration, the assessment shows less reliability and objectivity. Furthermore, in clinical trials with AD patients, the rate of deterioration of symptoms in patients receiving placebo slows, thus making it difficult to measure the difference in efficacy between the placebo and the active drug [11] [12] [13] .
Therefore, we presumed that a more objective assessment could be made by videotaping the interview of CIBIC plus-J to avoid that raters would have to rely on their memories of patients' conditions, and that assessment by central raters who are well experienced in the clinical evaluation of dementia would show decreased inter-rater variability and increased reliability.
In a multicenter clinical trial in AD patients sponsored by Dainippon Sumitomo Pharma Co., Ltd., we videotaped CIBIC plus-J interviews with AD patients, and central raters assessed the patients according to CIBIC plus-J by watching the videotapes. Here, we present the method and results. The institutional review board at each site approved the conduct of this study prior to commencement. In addition, an ethics committee approved the conduct upon request at some sites and their institutional review boards.
Materials and Methods

Informed Consent
Informed written consent was obtained from patients and caregivers before their enrollment into this clinical trial. Informed written consent forms contained not only GCP requirements but also the videotaping of patients' and their caregivers' facial expressions and voices, the watching of videotapes for assessment by central raters, and ensuring the protection of personal information handling the videotapes.
Subjects
The patients were diagnosed according to DSM-IV-TR diagnosis criteria [14] as dementia of the Alzheimer's type and by NINCDS-ADRDA criteria [15] as possible AD. In addition, they had mild-to-moderate AD assessed by MMSE [16] (with a severity score of [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] . Interviews at baseline were performed at 4 weeks after the confirmation of eligibility.
Interviewers
The CIBIC plus-J interviews were performed by clinicians, nurses, clinical psychologists, and psychiatric social workers who were familiar with dementia, as the central raters assessed CIBIC plus-J based on videotaping. This study allowed CIBIC plus-J interview by primary physicians, ADAS raters of the patients, or under unavoidable circumstances different interviewers between baseline and follow-up period. Interviewers agreed to their voice being recorded before each interview.
Instruments and CIBIC Plus-J Work Sheet
A work sheet and assessment manual for CIBIC plus-J were prepared based on a report by Homma et al. [17] , and provided to clinical sites to standardize the inquiries of patients and their caregivers.
Video Recording
Voices of patients, caregivers, and CIBIC plus-J interviewers were recorded, and facial expressions of patients and caregivers were videotaped. Voices and visual images remained unretouched for the purpose of quality assurance.
The interviewers interviewed patients and caregivers twice, once at baseline and once after a follow-up period of 1-24 weeks. The interviews were performed in accordance with the work sheet, and videotaped by professional camera operators. The videotapes were transported between clinical sites and the locations of central raters under closely guarded conditions in respect of patients' and caregivers' personal information protection.
Raters
The central raters consisted of eight AD experts. Two raters were randomly selected and independently assessed the CIBIC plus-J score of each patient.
Assessment Procedure
First, the central raters watched the videotaped CIBIC interviews of patients and caregivers to assess the patients by subscales at baseline and after the follow-up period. Then, taking into consideration the changes in the subscale values and impressions from patients' facial expressions, the raters assessed CIBIC plus-J on a 7-point scale of 'markedly improved' (score 1), 'moderately improved' (score 2), 'minimally improved' (score 3), 'no change' (score 4), 'minimally worsened' (score 5), 'moderately worsened' (score 6), and 'markedly worsened' (score 7).
Analysis
Agreement rate, kappa coefficient [17] [18] [19] , and interclass coefficient (ICC) [20] from two raters' scores were used to investigate the reliability of the CIBIC plus-J assessment. Complete agreement rate and agreement rate when considering disagreement between adjacent points as 'agree' were calculated. Although the kappa coefficients contained coincidence, quadratic weighted kappa coefficient [95% confidential interval (CI)] was calculated taking into consideration that CGIC is ordinal data. Simple kappa coefficient and kappa coefficient when considering disagreement between adjacent points as 'agree' were also calculated for reference. ICC was determined using a two-way layout model with CGIC as continuous data and with patient and rater as random effects. SAS software was used for statistical analysis.
Subjects
Forty-one patients were selected at 16 hospitals and their CIBIC plus-J interviews were assessed by central raters. Table 1 shows baseline demographic characteristics of the patients. Of the 41 patients, 32 (78.0%) were female; mean age (SD) was 72.3 (7.4) years; mean disease duration was 4.1 (2.0) years; the mean MMSE score was 16.6 (3.0) and the ADAS-J cog score was 27.5 (8.0).
CIBIC Plus-J Assessment
The agreement rate between the first and second raters for CGIC was 46.3% (19/41) when the two raters assessed the CIBIC plus-J scores of the same patients. However, when considering disagreement between adjacent points as 'agree', the agreement rate was 97.6% (40/41) ( table 2 ).
Although kappa coefficients contained coincidence, simple and quadratic weighted kappa coefficients (95% CI) were 0.226 (0.066-0.386) and 0.633 (0.507-0.759), respectively, and when considering disagreement between adjacent points as 'agree', the agreement kappa was 0.896 (0.752-1.041). ICC determined by the two-way layout model was 0.639.
Discussion
The central raters assessed CIBIC plus-J scores of patients based on videotaped interviews conducted at baseline followed by follow-up. This avoided that raters had to rely on their memories of the patients' conditions at baseline when evaluating CIBIC plus-J scores. Although this was a multicenter study, the precision of CIBIC plus-J assessment was also likely to be improved, because the total number of raters was decreased to seven central raters, with two raters assessing each patient.
Simple kappa was 0.226 for complete agreement between the two raters, which is low in comparison to 0.453 of Homma's report [10] . This report is based on data from a clinical trial for efficacious assessment, and not from a trial for assessment of inter-rater reliability as primary objective. As a result, CGIC was concentrated in two domains, 'no change' (score 4) and 'minimally worsened' (score 5), and expected agreement rate was higher while simple kappa coefficient was lower. CGIC should be evaluated using quadratic weighted kappa rather than simple kappa, taking into consideration that CIBIC plus-J is a 7-point assessment [22] . Quadratic weighted kappa was 0.633 in this study. It is known that the larger the sample size, the more asymptotically quadratic weighted kappa accords with ICC [20] [21] [22] . ICC in the present study was 0.639, and was nearly identical to quadratic weighted kappa coefficient of 0.633. Kappa coefficient when considering disagreement between adjacent points as 'agree' was 0.896, showing a high agreement rate. These values were judged as 'substantial' and 'almost perfect', respectively, according to the criteria of Landis et al. [18] . The latter was similar to the kappa coefficient of 0.894, which Homma et al. [10] obtained when they assessed the reliability of CIBIC plus-J. Therefore, the reliability of CIBIC plus-J assessment with this videotaped method was acceptable. Some shortcomings with the videotaped method of CIBIC plus-J were as follows: (1) Some CIBIC plus-J interviewers did not ask the patients several questions that would have satisfied the central raters' needs, because the interviewers had different backgrounds than the raters. We have come to realize that it is important to train CIBIC plus-J interviewers in standardized procedures for asking patients and caregivers the CIBIC plus-J questions in the same manner as usual clinical trials. (2) Patients attempted to answer with more effort in comparison to usual CIBIC interviews, because the videotaped method was atypical. This would give rise to a high placebo effect in the evaluation of drug efficacy. Even if the precision of CIBIC plus-J can be improved, the control of placebo effect still remains to be solved. (3) This method is not appropriate for multi-national clinical trials, which are increasing in number, because raters may not understand the languages that the patients and their caregivers speak in the interviews. In fact, tremendous effort was made to understand the dialects of patients and their caregivers in this study. (4) Professional camera operators were employed to videotape the CIBIC plus-J interviews in this study. The sites where this method can be conducted are limited, because a sufficiently large room must be available for the videotaping, as well as sufficient time for the videotaping process. The option of clinical research coordinators using home video cameras should be considered. A problem with the CIBIC plus-J interview method itself was that reliability of caregiver responses was doubtful. Caregivers obviously did not comprehend and/or underestimated the disease condition of their patients, as observed by the central raters who watched video interviews with caregivers followed by their patients. Since the public nursing-care insurance system started in 2000 in Japan, there has been an increasing tendency for caregivers such as family members to spend less time with their patients. This could be among the reasons why caregivers do not accurately comprehend patients' disease conditions [23] . CIBIC plus-J (and CIBIC plus) may no longer be appropriate for assessment in clinical studies under this condition. The guideline on medicinal products for the treatment of AD was revised in July 2008 Q in Europe, and global assessment including CIBIC plus has changed from a primary to secondary variable [24] .
We assessed CIBIC plus-J using a videotaped method, and it was clear that there are various issues regarding clinical studies of AD in addition to CIBIC plus-J. However, this method is expected to be more appropriate than when local raters assess CIBIC plus-J at each site in mono-national clinical studies.
